RPST AVAI! ARI;f= COPV 

(12) INTERNATIONAL APPLICATION PUBLISHED UNDER THE PATENT COOPERATION TREATY (PCT) 



(19) World Intellectual Property Organization 
International Bureau 

(43) International Publication Date 
6 December 2001 (06.12.2001) 




PCT 



lllffllDllllllllllllllllllllillllllllllllllll 

(10) International Publication Number 

WO 01/92227 Al 



(51) International Patent Classification 7 : C07D 21 1/46, 

405/12, 409/12, 417/12, 401/12, A61K 31/4468 

(21) International Application Number: PCT/SE0 1/0 1298 

(22) International Filing Date: 30 May 2001 (30.05.2001) 

(25) Filing Language: English 

(26) Publication Language: English 



(30) Priority Data: 
0013060.9 



31 May 2000 (31.05.2000) GB 



(71) Applicant (for all designated States except US): AS- 
TRAZENECA AB [SE/SE]; S-151 85 Soderalje (SE). 

(72) Inventors; and 

(75) Inventors/Applicants (for US only): SANGANEE, 
Hitesh [GB/GB]; AstraZeneca R&D Charnwood, 
Bakewell Road, Loughborough, Leics. LE11 5RH (GB). 
SPRINGTHORPE, Brian [GB/GB]; AstraZeneca R&D 
Charnwood, Bakewell Road, Loughborough, Leics. LEI 1 
5RH (GB). 

(74) Agent: GLOBAL INTELLECTUAL PROPERTY, As- 
traZeneca AB, S-151 85 SSdertalje (SE). 



(81) Designated States (national): AE, AG, AL, AM, AT, AU, 
AZ, BA, BB, BG, BR, BY, BZ, CA, CH, CN, CO, CR, CU, 
CZ, DE, DK, DM, DZ, EC, EE, ES, FI, GB, GD, GE, GH, 
GM, HR, HU, ID, IL, IN, IS, JP, KE, KG, KP, KR, KZ, LC, 
LK, LR, LS, LT, LU, LV, MA, MD, MG, MK, MN, MW, 
MX, MZ, NO, NZ, PL, PT, RO, RU, SD, SE, SG, SI, SK, 
SL, TJ, TM, TR, TT, TZ, UA, UG, US, UZ, VN, YU, ZA, 

zw. 

(84) Designated States (regional): ARIPO patent (GH, GM, 
KE, LS, MW, MZ, SD, SL, SZ, TZ, UG, ZW), Eurasian 
patent (AM, AZ, BY, KG, KZ, MD, RU, TJ, TM), European 
patent (AT, BE, CH, CY, DE, DK, ES, FI, FR, GB, GR, IE, 
IT, LU, MC, NL, PT, SE, TR), OAPI patent (BF, BJ, CF, 
CG, CI, CM, GA, GN, GW, ML, MR, NE, SN, TD, TG). 

Declaration under Rule 4.17: 

— of inventorship (Rule 4. 1 7(iv)) for US only 

Published: 

— with international search report 

— before the expiration of the time limit for amending the 
claims and to be republished in the event of receipt of 
amendments 

For two-letter codes and other abbreviations, refer to the "Guid- 
ance Notes on Codes and Abbreviations" appearing at the begin- 
ning of each regular issue of the PCT Gazette. 



(54) Title: CHEMICAL COMPOUNDS 



ON 



N T (CH 2 )- 



(CH 2 )^— Y 



t 10 



(I) 



(57) Abstract: The invention concerns compounds of formula (I), and their use in therapy, particularly in the modulation of CCR3 



activity. 



WO 01/92227 PCT/SE01/01298 

CHEMICAL COMPOUNDS 

The present invention concerns piperidine derivatives having pharmaceutical 
activity, to processes for preparing such derivatives, to pharmaceutical compositions 
5 comprising such derivatives and to the use of such derivatives as active therapeutic agents. 
Pharmaceutically active piperidine derivatives are disclosed in W099/38514, 
WO99/04794 and WOOO/29377. 

Chemokines are chemotactic cytokines that are released by a wide variety of cells 
to attract macrophages, T cells, eosinophils, basophils and neutrophils to sites of 
10 inflammation and also play a r61e in the maturation of cells of the immune system. 
Chemokines play an important role in immune and inflammatory responses in various 
diseases and disorders, including asthma and allergic diseases, as well as autoimmune 
pathologies such as rheumatoid arthritis and atherosclerosis. These small secreted 
molecules are a growing superfamily of 8-14 kDa proteins characterised by a conserved 
15 four cysteine.motif . The chemokine superfamily can be divided into two main groups 
exhibiting characteristic structural motifs, the Cys-X-Cys (C-X-Q or a) and Cys-Cys (C- 
C, or p) families. These are distinguished on the basis of a single amino acid insertion 
between the NH-proximal pair of cysteine residues and sequence similarity. 

The C-X-C chemokines include several potent chemoattractants and activators of 
20 neutrophils such as interleukin-8 (IL-8) and neutrophil-activating peptide 2 (NAP-2). 
The C-C chemokines include potent chemoattractants of monocytes and 
lymphocytes but not neutrophils such as human monocyte chemotactic proteins 1-3 (MCP- 
1, MCP-2 and MCP-3), RANTES (Regulated on Activation, Normal T Expressed and 
Secreted), eotaxin and the macrophage inflammatory proteins la and lp (MlP-la and 
25 MIP-1P). 

Studies have demonstrated that the actions of the chemokines are mediated by 
subfamilies of G protein-coupled receptors, among which are the receptors designated 
CCR1, CCR2, CCR2A, CCR2B, CCR3, CCR4, CCR5, CCR6, CCR7, CCR8, CCR9, 
CCR10, CXCR1, CXCR2, CXCR3 and CXCR4. These receptors represent good targets 
30 for drug development since agents which modulate these receptors would be useful in the 
treatment of disorders and diseases such as those mentioned above. 

The present invention provides a compound of formula (I): 
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R 




N 



T-(CH 2 )- 



R 



R 



,9 



(CH 2 ), 



Y 



0) 



wherein: 

. m and n are, independently, 0, 1, 2, 3 or 4; 
X is CH 2 , CO, O, S, S(O), S(0) 2 or NR 6 ; 
5 Y is NR 4 S(0)2R 5 or S^aNR^ 5 ; 
Tis C=0 orCR 7 R 8 ;. 

R l is hydrogen, Ci-6 alkyl, aryl or heterocyclyl; 

R 2 and R 3 are, independently, hydrogen or Cm alkyl; 

R 4 and R 6 are, independently, hydrogen or Q-6 alkyl (optionally substituted with aryl); 
10 R 5 is Cm alkyl { optionally substituted by halogen, C0 2 R n , aryl or heterocyclyl}, C3-10 
cycloalkyl {optionally substituted by Cm alkyl or oxo}, C3-7 cycloalkenyl {optionally 
substituted by C1-6 alkyl or aryl}, aryl or heterocyclyl; or, when Y is SCO^NR^ 5 , R 5 may 
also be hydrogen; 

R 7 , R 8 , R 9 and R 10 are, independently, hydrogen or alkyl (optionally substituteid with 
15 aryl); 

wherein the foregoing aryl and heterocyclyl moieties are, independently, optionally 
substituted by one or more of halo, cyano, nitro, hydroxy, S(0)qR n , OCONR 12 R 13 , 
NR 14 R 15 , NR 16 COR 17 , NR 18 CONR 19 R 20 , S0 2 NR 21 R 22 , NR^SOJEt 24 , CONR 2 ^ 26 , COR 27 , 
CO2R 28 , OCOR 29 , NR 30 CO2R 31 , Cm alkyl (itself optionally substituted with halo, C M 

20 alkoxy, C3-10 cycloalkyl, CC^Ci^ alkyl), OCO(C^ alkyl), S0 2 R 32 , CONR^R 34 , phenyl, 
phenoxy, heterocyclyl or heterocyclyloxy), C3-10 cycloalkyl, C^ alkoxy, haloalkoxy, 
C 2 .6 alkenyl, C 2 _6 alkynyl, methylenedioxy, phenyl, phenoxy, phenylthio, phenyl(Ci. 
4 )alkoxy, heterocyclyl, heterocyclyloxy or heterocyclyl(Ci^)alkoxy; wherein any of the 
immediately foregoing phenyl and heterocyclyl moieties are optionally substituted with 

25 halo, hydroxy, nitro, S(0) k Ci-4 alkyl, S0 2 NH 2 , cyano, C X -4 alkyl, C1.4 alkoxy, CONH 2 , 

CONH(d^ alkyl), C02H, C0 2 (d_4 alkyl), NHCO(C M alkyl), NHS0 2 (C w alkyl), CO(Cw 
alkyl), CF 3 or OCF 3 ; 



R 12 , R 13 , R 14 , R 15 , R 16 , R 17 , R 18 , R 19 , R 20 , R 21 , R 22 , R 23 , R 25 , R 26 , R 27 , R 28 , R 29 , R 30 , R 3 \ * 



and R 34 are, independently, hydrogen, C1-6 alkyl or aryl (itself optionally substituted by 
30 halo, C1.6 alkyl, C^ haloalkyl, CN, N0 2 , C u6 alkoxy or haloalkoxy); 
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R u , R 24 and R 32 are, independently, Ci-6 alkyl or aryl (itself optionally substituted by halo, 
Ci-6 alkyl, Q-6 haloalkyl, CN, N0 2 , Ci* alkoxy or Ci-6 haloalkoxy); 
k and q are, independently, 0, 1 or 2; 

or a pharmaceutical^ acceptable salt thereof; or a solvate thereof. 



wherein: 

m and n are, independently, 0, 1, 2, 3 or 4; 
X is CH 2 , CO, O, S, S(O), S(0) 2 or NR 6 ; 
10 TisC=OorCR 7 R 8 ; 

R 1 is hydrogen, alkyl, aryl or heterocyclyl; 

R 2 and R 3 are, independently, hydrogen or Ci-6 alkyl; 

R 4 and R 6 are, independently, hydrogen or d-6 alkyl (optionally substituted with aryl); 
R 5 is Ci-6 alkyl {optionally substituted by halogen, CO2R 11 , aryl or heterocyclyl}, C3-10 
15 cycloalkyl {optionaUy substituted by C1-4 alkyl or 0x0} , C3-7 cycloalkenyl {optionally 
substituted by Ci-6 alkyl or aryl}, aryl or- heterocyclyl; 

R 7 , R 8 , R 9 and R 10 are, independently,, hydrogen or Ci-6 alkyl (optionally substituted with 
aryl); 

wherein the foregoing aryl and heterocyclyl moieties are, independently, optionally 

11 12 13 

20 substituted by one or more of halo, cyano, uitro, hydroxy, S(0)qR , OCONR.R , 

NR 14 R 15 , NR 16 COR 17 , NR 18 CONR I9 R 20 , S0 2 NR 21 R 22 , NR^SOaR 24 , CONR 2 ^ 26 , COR 27 , 
CO2R 28 , OCOR 29 , NR 30 CO2R 31 , Ci-6 alkyl (itself optionally substituted with halo, Q-e 
alkoxy, C3-10 cycloalkyl, C0 2 (Ci-6 alkyl), OCO(Ci-6 alkyl), SO2R 32 , CONR 33 R 3 *, phenyl, 
phenoxy, heterocyclyl or heterocyclyloxy), C3-10 cycloalkyl, Ci-6 alkoxy, Ci^ haloalkoxy, 

25 C2-6 alkenyl, alkynyl, methylenedioxy, phenyl, phenoxy, phenylthio, phenyl(Ci- 
4 )alkoxy, heterocyclyl, heterocyclyloxy or heterocyclyl(Ci^)alkoxy; wherein any of the 
immediately foregoing phenyl and heterocyclyl moieties are optionally substituted with 
halo, hydroxy, nitro, S(0) k Ci-4 alkyl, S0 2 NH 2 , cyano, C M alkyl, C\-a alkoxy, CONH2, 
CONH(C^ alkyl), C0 2 H, C0 2 (C^ alkyl), NHCO(Ci-4 alkyl), NHS0 2 (C^ alkyl), CO(C M 

30 alkyl), CF 3 or OCF 3 ; 



5 



In one particular aspect the present invention provides a compound of formula (F) 



R 
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R 12 , R 13 , R 14 , R 15 , R 16 , R 17 , R 18 , R 19 , R 20 , R 2 \ R 22 , R 23 , R 25 , R 26 , R 27 , R 28 , R 29 , R 30 , R 3 \ R 33 
and R 34 are, independently, hydrogen, Q-6 alkyl or aryl (itself optionally substituted by 
halo, alkyl, Q-6 haloalkyl, CN, N0 2 , C w alkoxy orCi-6 haloalkoxy); 
R 11 , R 24 and R 32 are, independently, Q- 6 alkyl or aryl (itself optionally substituted by halo, 
5 Cm alkyl, Ci^ haloalkyl, CN, N0 2 , Ci-6 alkoxy or Ci-6 haloalkoxy); 
k and q are, independently, 0, 1 or 2; 

or a phaimaceutically acceptable salt thereof; or a solvate thereof. 

Certain compounds of the present invention can exist in different isomeric forms 
(such as enantiomers, diastereomers, geometric isomers or tautomers). The present 
10 invention covers all such isomers and mixtures thereof in all proportions. 

Suitable salts include acid addition salts such as a hydrochloride, hydrobromide, 
phosphate, acetate, fumarate, maleate, tartrate, citrate, oxalate, methanesulphonate orp- 
toluenesulphonate. 

The compounds of the invention may exist as solvates (such as hydrates) and the 
15 present invention covers all such solvates. 

Halogen includes fluorine, chlorine, bromine and iodine. 

Alkyl groups and moieties are straight or branched chain and are, for example, 
methyl, ethyl, n-propyl, iso-propyl or tert-butyL 

Alkenyl group are, for example, vinyl or allyl. 
20 Cycloalkyl is mono-, bi or tricyclic and is, for example, cyclopropyl, cyclopentyl, 

cyclohexyl, norbomyl, bicyclo[2.2.1]heptyl or camphoryl. 

Cycloalkenyl is especially monocyclic and is, for example, cyclopentenyl or 
cyclohexenyl. < 

Aryl is preferably phenyl or naphthyl. 
25 Heterocyclyl is an aromatic or non-aromatic 5 or 6 membered ring, optionally fused 

to one or more other rings, comprising at least one heteroatom selected from the group 
comprising nitrogen, oxygen and sulphur; or an N-oxide thereof, or an S-oxide or S- 
dioxide thereof; Alternatively, heterocyclyl is an aromatic or non-aromatic 5 or 6 
membered ring, optionally fused to one or more other rings, comprising at least one 
30 heteroatom selected from the group comprising nitrogen, oxygen and sulphur.. 

Heterocyclyl is, for example, furyl, thienyl (also known as thiophenyl), pyrrolyl, 
2,5-dihydropyrrolyl, thiazolyl, pyrazolyl, oxazolyl, isoxazolyl, imidazolyl, piperidinyl, 
morpholinyl, pyridinyl (for example in 6-oxo-l,6-dihydro-pyridinyl), pyrimidinyl, indolyl, 
2,3-dihydroindolyl, benzo[b]furyl, benz[b]thienyl, 2,3-dihydrobenz[b]thienyl (for example 
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in l-dioxo-2,3-dihydrobenz[b]thienyl), indazolyl, benzimidazolyl, benztriazolyl, 
benzoxazolyl, benzthiazolyl (for example in lH-benzthiazol-2-one-yl), 2,3- 
dihydrobenzthiazolyl (for example in 2,3-dihydrobenzthiazol-2-one-yl), 1,2,3- 
benzothiadiazolyl, an imidazopyridinyl (such as imidazo[l,2a]pyridinyl), thieno[3,2- 
5 b]pyridin-6-yl 1,2,3-benzoxadiazolyl, 2,l,3 T benzothiadiazolyl, benzofurazan, quinoxalinyl, 
dihydro-l-benzopyiyhumyl (for example in a coumarinyl or a chromonyl), 3,4-dihydro- 
lH-2,l-benzothiazinyl (for example in 2-dioxo-3,4-dihydro-lH-2,l-benzothiazinyl), a 
pyrazolopyridine (for example lH-pyrazolo[3,4-b]pyridinyl), a purine (for example in 3,7- 
dihydro-purin-2,6-dione-8-yl), quinolinyl, isoquinolinyl (for example in 2H-isoquinolin-l- 
10 one-yl), a naphthyridinyl (for example [l,6]naphthyridinyl or [l,8]naphthyridinyl or in 1H- 
[l,8]naphthyridin-4-one-yl), a benzothiazinyl (for example in 4H-benzo[l ,4]thiazin-3«one- 
yl), benzo[d]imidazo[2,l-b]thiazol-2-yl or dibenzothiophenyl. Such heterocyclyl groups 
can, where appropriate, be in the form of an N-oxide (such as pyridine-N-oxide), an S- 
oxide or an S-dioxide. 

1 5 Alternatively heterocyclyl is, for example, furyl, thienyl, 2, 1 ,3-benzothiadiazole, 

2,1,3-benzoxadiazole, quinoxaline, dihydro-l-benzopyrylium (for example a coumarin, a 
chromene or a chromone), piperidine, morpholine, pyrrole, indole, indoline, isoindoline, 
quinoline, thiazole, pyrazole, isoxazole, imidazole, pyridine, benzofuryl, benzimidazole, 
pyrimidine or dibenzothiophene. 
20 In one aspect T is C=0 or CR 7 R 8 , wherein R 7 and R 8 are, independendy, hydrogen 

or Ci^ alkyl (such as methyl). 

In another aspect n is 0 or 1 . 

In a further aspect m is 0. 

In a still further aspect X is O. 
25 In another aspect R 1 is phenyl substituted with one or more of fluorine, chlorine, 

Ci-4 alkyl (especially methyl) or C w alkoxy (especially methoxy). 

Li a further aspect R 1 is phenyl optionally substituted (for example with one, two or 
three) by halo (especially fluoro or chloro), Cm alkyl (especially methyl) or C1-4 alkoxy 
(especially methoxy). In a still further aspect R 1 is phenyl substituted by one, two or three 
30 of: fluoro, chloro, methyl or methoxy. 

In yet another aspect R 1 is phenyl optionally substituted by halogen (for example 
fluoro or chloro). The variable R 1 is, for example, 3,4-difluorophenyl or 3,4- 
dichlorophenyl. 

In a still further aspect R 2 and R 3 are both hydrogen. 
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In another. aspect R 4 is hydrogen or C1-4 alkyl (such as methyl). 
In yet another aspect R 9 is hydrogen, Q-4 alkyl (such as methyl or iso-propyl) or 
phenyl(Ci-4 alkyl) (such as benzyl). 

In a still further aspect R 10 is hydrogen. 
5 In yet another aspect R 5 is C1-6 alkyl {optionally substituted by phenyl (itself 

optionally substituted by halogen or nitro), CG 2 (Ci_4 alkyl), C3-10 cycloalkyl (itself 
optionally substituted by oxo or C1-4 alkyl) or heterocyclyl}, aryl (such as phenyl or 
naphthyl) {optionally substituted by halogen, Q-6 alkyl, C1-4 alkoxy, OH, nitro, cyano, 
CF 3 , OCF3, N(C M alkyl)2, NHCO(C w alkyl), C0 2 H or C0 2 (C w alkyl)} or hererocyclyl 
10 (such as thienyl, chromenyl, indolinyl, isoindolinyl, thiazolyl, quinolinyl, pyrazolyl, 

isoxazolyl or imidazolyl) {optionally substituted by halogen, oxo, C1-4 alkyl, NHCO(Ci-4 
alkyl), CO(Ci-4 alkyl), CO2H, C0 2 (Ci-4 alkyl), pyridyl or isoxazolyl}. 

In yet another aspect the present invention provides a compound of formula (la): 




15 wherein: 

T, n, m, R 4 , R s , R 9 and R 10 are as defined above; 

R 35 is hydrogen, halogen or phenyl (optionally substituted by one or two halogen atoms or 
by one CONR 37 R 38 , NR 38 COR 40 , S0 2 R 4 \ SC^NR^R 43 or NR^SC^R 45 group); 
R 36 is hydrogen or halogen; 
20 R 37 , R 38 , R 39 , R 40 , R 42 , R 43 and R 44 are, independently, hydrogen, Q-6 alkyl or aryl (itself 
optionally substituted by halo, Ci^ alkyl, Ci^ haloalkyl, CN, N0 2 , Ci_6 alkoxy or Cm 
haloalkoxy); 

R 41 and R 45 are, independently, C1-6 alkyl or aryl (itself optionally substituted by halo, Q-6 
alkyl, C1.6 haloalkyl, CN, N0 2 , C1-6 alkoxy or C1-6 haloalkoxy); 
25 or a pharmaceutical^ acceptable salt thereof. 

In another aspect R 35 and R 36 are both chlorine or both fluorine, especially 3,4 
t disposed on the phenyl ring to which they are attached. 

In a further aspect the present invention provides a compound of formula (lb): 
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wherein n and R 5 are as defined above. 

In a still further aspect the present invention provides a compound of formula (Ic): 




5 wherein n and R 5 are as defined above. 



In another aspect the present invention provides a compound of formula (Id): 




wherein T, n, R 4 , R 5 , R 9 , R 35 and R 36 are as defined above. It is preferred that R 35 and R : 
are halogen (for example fluoro or chloro). 
10 In a further aspect the present invention provides a compound of formula (Ie): 




wherein T, n, m, R 4 , R 5 , R 9 and R 10 are as defined above; and 

<_ 

R 35 , R 36 and R 46 are, independently, hydrogen, halogen (especially fluoro or chloro), Q-4 

35 

alkyl (especially methyl) or C1-4 alkoxy (especially methoxy). In a still further aspect R , 
15 R 36 and R 46 are, independently, hydrogen, fluoro, chloro, methyl or methoxy, but not all 
hydrogen. 

A compound of formula (I) can be prepared by coupling a compound of formula 

(A): 




20 with a compound of formula (III): 
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15 



L— T (CH^- 



1CH 2 ) 



,10 



'2/m 



(III) 



wherein L is a suitable leaving group, when Y is NR 4 S(0) 2 R 5 then R 4 is not hydrogen, 
when Y is S(0) 2 NR 4 R 5 then neither R 4 nor R 5 is hydrogen and T is optionally protected 
during the course of the reaction by a standard protecting group known in the art and 
deprotected in a separate step or during the reaction work-up. For example: 

• when T is carbonyl, L can be OH and the coupling can be carried out in the presence of 
a coupling agent (such as bromo-tris-pyrrolidino-phosphonium hexafluorophosphate, 
PYBROP™); or, 

• when T is CR 7 R 8 , L can be chloro or bromo and the coupling can be carrier out in the 
presence of a suitable base (such as potassium carbonate) in a suitable solvent (such as 
acetone). 

A compound of formula (31) can be prepared by deprotecting a compound of 
formula (TV): 



R i 



NBoc 



(IV) 



wherein Boc is tert-butoxycarbonyl, for example using trichloroacetic acid in a suitable 
solvent (such as dichloromethane) or using a source of hydrogen chloride in a suitable 
solvent (such as dioxane). 

Alternatively, a compound of formula (I), wherein Y is NR 4 S(0)2R 5 , can be 
prepared by reacting a compound of formula (V): 



20 



25 



,1/ 




— T (CH 2 ) n - 



1CH 2 ) 



R 



10 



2'm 



R* 
I 

-NH 



(V) 



with a suitable sulphonyl chloride C1S0 2 R 5 . 

A compound of formula (V) can be prepared by deprotecting the corresponding 
carbamate or lff-isoindole-l,3(2i2)-dione. The corresponding carbamate or lfl-isoindole- 
l,3(2J c Z)-dione can be prepared by reacting a compound of formula (IT) with a compound of 
formula (VI) or (VH): 
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,10 



"(CH 2 )- 



-N- 



-O-R* 



(VI) 



L— T (CH^ 



R 



.10 




(VII) 



wherein R* is, for example, alkyl; and L is as defined above. 

A compound of formula (I) wherein m and n are both 0, T is CH 2 , R 9 and R 10 are 
both hydrogen and Y is SCO)^^ 5 , can be prepared by reacting a compound of formula 
(H) with a compound of formula (IX): 



^s ( o) 2 ^ N ,R 



(IX) 



in a suitable solvent (such as an aliphatic alcohol, for example methanol). 

Compounds of formula (II), (IH), (IV), (VI), (VH) and (IX) can be prepared by 
10 using or adapting either methods described in the art or methods described in the 
Examples. 

In another aspect the present invention provides processes, as described herein, for 
the preparation of compounds of formula (I), (I'), (la), (lb), (Ic), ad) and (fe). 

The intermediates of formula (V) are provided as a further feature of the invention. 
15 Examples of compounds of formula (lb) are listed in Table I below. 

0 t v H H H (lb) 



xfot- 



-SO; 



-R~ 



TABLE I 



Compound 


n 


R 5 


M+H 


1 


0 


2-OCF3-C6H4 


481 


2 


0 


3-N0 2 -4-OH-C6H3 


476 


3 


0 


(7,7-dimethyl-2- 
oxobicyclo[2.2. l]hept-l-yl)CH 2 


471 


4 


0 


n-Propyl 


363 
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5 I 


D < 


^(CH 3 ) 5 L 






6 


0 


t-n-propyl-CeKU i 


m 




7 


o : 


Naphth-2-yl 


147 




8 


0 


2,6-CU-CsH3 


165 




9 


0 


2,6-F 2 -C6H 3 


433 




10 


0 


4-NO2-C6H4 


442 


11 


0 


2,5-Cl 2 -C6H 3 


465 "I 


12 


0 


5-(NMe2)-naphth-l-yl 


490 | 


13 


0 


2, 1 ,3-benzothiadiazol-4-yl 


455 | 


14 


0 


4-ethyl-C<sH4 


425 1 


15 


0 


2,5-Cl 2 -thien-3-yl 


471 1 


16 


0 


3,4-(OMe)2-C«H3 


457 1 


17 


0 


2-Cl-5-CF 3 -C6H 3 


499 




18 


0 


5-Cl-thien-2-yl 


437 




19 


0 


4-CI-C6H4 


431 | 


20 


0 


4-iso-propyl-C6H4 


439 | 


21 


0 


2-Cl-4-CP 3 -C6H 3 


499 \ 


22 


0 


2, 1 ,3-benzoxadiazol-4-yl 


439 1 


23 


0 


3-methyl-C6H4 


411 | 


24 


0 


iso-propyl 


363 | 


25 


0 


4-CO2H-C6H4 


441 


26 


0 


2-oxo-2H-chromen-6-yl 


465 ] 


27 


0 


3,4-Cl 2 -C6H 3 


465 | 


28 


0 


2,3-a 2 -C6H 3 


465 | 


29 


0 


(2-N02-C6H4)CH 2 


456 j 


30 


0 


3-CF 3 -C^H4 


465 1 


31 


0 


4-tert-butvl-C6H4 


453 | 


32 


0 


2-N0 2 -C6H4 


442 "1 


33 




2-F-C 6 H4 


415 


34 


0 


3-NO2-C6H4 


442 


35 


0 


l-acetyl-indolin-5-yl 


480 1 


36 


0 


Naphth-l-yl 


447 


37 


0 


2-OMe-5-Cl-C6H 3 


461 
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38 ~T 


0 


3-F-C6H4 I 


415 


39 } 


0 


3-Cl-4-(NHCOCH3)-C6H3 


488 


40 


0 


Benzyl | 


411 


41 1 


0 


2-N0 2 -4-OMe-C6H 3 | 


472 


42 


0 


2-Me-5-N0 2 -C6H4 


456 


43 


0 


3-CO2H-C6H4 


[44I 


44 


0 


2,4,6-Me3-C6H 2 


439 
1 /i« 



45 



46 



47 



63 



64 



65 
"66 



67 



68 



69 



0 



4-(NHCOCH 3 )-C6H4 



2-CF3-C6H4 



454 
465 



I Afc 1 


0 


(CH 2 ) 2 C0 2 CH 3 


407 


49 T 


0 


4-CH3-C6H4 I 


411 | 




0 


4-CF3-C6H4 i 


465 J 


51 | 


0 


4-CN-C 6 H4 1 


422 J 


[52 


~0 


3-N0 2 -4-CH 3 -C6H 3 [ 


456 

475 ~\ 


I 53 1 


0 


2-(NHCOCH 3 )-4-CH3-thiazol-5-yl | 




[54 


"O 


Quinolin-8-yl j 


"448 


55 ' 


0 1 


2-OH-3,5-Cl 2 -C6H 2 ] 


481 | 


56 


0 


2,5-(OMe) 2 -C^ 


457 J 


[57 


to 


Phenyl 


1397 | 


[58 


to 


2-CH3-4-N0 2 -C<5H 3 


[456 


[59 " 


to 


5-(pyrid-2-yl)-thien-2-yl 


480 *~ 


feo 


to 


" l,3-(CH 3 ) 2 -5-Cl-pyrazol-4-yl 


449 ~ 


61 


to 


3,5-(CH 3 ) 2 -isoxazol-4-yl 


| 416 



1- CH 3 -imidazol-4-yl 

2- OMe-5-Me-C6H 3 



401 



441 



5-(isoxazol-3-yl)-thien-2-yl 
y-(C0 2 CH 3 )-thien-3-yl 



470 
461 



4-tert-pentyl-C6H4 



467 



1- (l,3-dioxo-l,3-dihydro-2H-isoindol- j 494 

2- yl)-eth-l-yl 
5^(pyridin-2-yl)-tbien-2-yl 
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TABLE n 

Table II comprises 69 compounds of formula (Ic): 



o / — v y 



H ' V (Ic) 

1 - - -5 



N-SO; R 



H H 



wherein n and R 5 are as defined for the correspondingly numbered compound in Table I. 
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I CM 
O 

CO 

. I 

cc:— 2 



0 



C\J 

X 

o 



a 

3 



«8 

CO 

O 
o 

CO 
00 

H 
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The compounds of the invention have activity as pharmaceuticals, in particular as 
modulators of chemokine receptor (especially CCR3) activity, and may be used in the 
treatment of autoimmune, inflammatory, proliferative or hyperprolif erative diseases, or 
immunologically-mediated diseases (including rejection of transplanted organs or tissues 
5 and Acquired Immunodeficiency Syndrome (AIDS)). Examples of these conditions are: 

(1) (the respiratory tract) obstructive diseases of airways including: chronic obstructive 
pulmonary disease (COPD) (such as irreversible COPD); asthma {such as bronchial, 
allergic, intrinsic, extrinsic or dust asthma, particularly chronic or inveterate asthma 
(for example late asthma or airways hyper-responsiveness)}; bronchitis {such as 

10 eosinophilic bronchitis} ; acute, allergic, atrophic rhinitis or chronic rhinitis including 

rhinitis caseosa, hypertrophic rhinitis, rhinitis puralenta, rhinitis sicca or rhinitis 
medicamentosa; membranous rhinitis including croupous, fibrinous or 
pseudomembranous rhinitis or scrofoulous rhinitis; seasonal rhinitis including rhinitis 
nervosa (hay fever) or vasomotor rhinitis; sarcoidosis; fanner's lung and related 

15 diseases; nasal polyposis; fibroid lung, idiopathic interstitial pneumonia, antitussive 

activity, treatment of chronic cough associated with inflammatory conditions of the 
airways or iatrogenic induced cough; 

(2) (bone and joints) arthrides including rheumatic, infectious, autoimmune, seronegative 
spondyloarthropathies (such as ankylosing spondylitis, psoriatic arthritis or Reiter's 

20 disease), Behcet's disease, Sjogren's syndrome or systemic sclerosis; 

(3) (skin and eyes) psoriasis, atopic dermatitis, contact dermatitis or other eczmatous 
dermitides, seborrhoetic dermatitis, Lichen planus, Phemphigus, bullous Phemphigus, 
Epidermolysis bullosa, urticaria, angiodermas, vascuUtides erythemas, cutaneous 
eosinophilias, uveitis, Alopecia areata or vernal conjunctivitis; 

25 (4) (gastrointestinal tract) Coeliac disease, proctitis, eosinophilic gastro-enteritis, 

mastocytosis, Crohn's disease, ulcerative colitis, irritable bowel disease or food- 
"related allergies which have effects remote from the gut (for example migraine, 
rhinitis or eczema); 

(5) (Allograft rejection) acute and chronic following, for example, transplantation of 
30 kidney, heart, liver, lung, bone marrow, skin or cornea; or chronic graft versus host 

disease; and/or 

(6) (other tissues or diseases) Alzheimer's disease, multiple sclerosis, atherosclerosis, 
Acquired Immunodeficiency Syndrome (AIDS), Lupus disorders (such as lupus 
erythematosus or systemic lupus), erythematosus, Hashimoto's thyroiditis, myasthenia 
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gravis, type I diabetes, nephrotic syndrome, edsinophilia fascitis, hyper IgE syndrome, 
leprosy (such as lepromatous leprosy), Peridontal disease, Sezary syndrome, 
idiopathic thrombocytopenia pupura or disorders of the menstrual cycle. 

According to a further feature of the invention there is provided a compound of the 
formula (I), (T), da), (lb), dO, <H> or (Ie) or a pharmaceutically acceptable salt thereof or 
a solvate thereof, for use in a method of treatment of a warm bloc>ded animal (such as man) 
by therapy (including prophylaxis). 

According to a further feature of the present invention there is provided a method 
for modulating chemokine receptor activity (especially CCR3 receptor activity) in a warm 
blooded animal, such as man, in need of such treatment, which comprises administering to 
said animal an effective amount of a compound of the present invention, or a 
pharmaceutically acceptable salt thereof or a solvate thereof. 

The invention also provides a compound of the formula (I), (D, (la), Ob), (fc), <W 
or (Ie) or a pharmaceutically acceptable salt thereof or a solvate thereof, for use as a 
15 medicament. 

In another aspect the present invention provides the use of a compound of the 
formula (D, (T), (la), (B», 00.(0) or (fe) or a pharmaceutically acceptable salt thereof or 
a solvate thereof, in the manufacture of a medicament for use in therapy (for example 
modulating chemokine receptor activity (especially CCR3 receptor activity) in a warm 
20 blooded animal, such as man). 

The invention further provides the use of a compound of formula (D, (T), (&0. Ob), 
(fc). (Id) or (Ie) or a pharmaceutically acceptable salt thereof, in the manufacture of a 
medicament for use in the treatment of: 

(1) (the respiratory tract) obstructive diseases of airways including: chronic obstructive 
25 pulmonary disease (COPD) (such as irreversible COPD); asthma {such as bronchial, 

allergic, intrinsic, extrinsic or dust asthma, particularly chronic or inveterate asthma 
"(for example late asthma or airways hyper-responsiveness)}; bronchitis {such as 
eosinophilic bronchitis}; acute, allergic, atrophic rhinitis or chronic rhinitis including 
rhinitis caseosa, hypertrophic rhinitis, rhinitis purulenta, rhinitis sicca or rhinrtis 
30 medicamentosa; membranous rhinitis including croupous, fibrinous or 

pseudomembranous rhinitis or scrofoulous rhinitis; seasonal rhinitis including rhinitis 
nervosa (hay fever) or vasomotor rhinitis; sarcoidosis; farmer's lung andrelated 
diseases; nasal polyposis; fibroid lung, idiopathic interstitial pneumonia, antitussive 
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activity, treatment of chronic cough associated with inflammatory conditions of the 
airways or iatrogenic induced cough; 

(2) (bone and joints) arthrides including rheumatic, infectious, autoimmune, seronegative 
spondyloarthropathies (such as ankylosing spondylitis, psoriatic arthritis or Reiter's 

5 disease), Beliefs disease, Sjogren's syndrome or systemic sclerosis; 

(3) (skin and eyes) psoriasis, atopic dermatitis, contact dermatitis or other eczmatous 
dermitides, seborrhoetic dermatitis, Lichen planus, Phemphigus, bullous Phemphigus, 
Epidermolysis bullosa, urticaria, angiodermas, vasculitides erythemas, cutaneous 
eosinophilias, uveitis, Alopecia areata or vernal conjunctivitis; 

10 (4) (gastrointestinal tract) Coeliac disease, proctitis, eosinophilic gastro-enteritis, 

mastocytosis, Crohn's disease, ulcerative colitis, irritable bowel disease or food- 
related allergies which have effects remote from the gut (for example migraine, . 
rhinitis or eczema); 

(5) (Allograft rejection) acute and chronic following, for example, transplantation of 
15 . kidney, heart, liver, lung, bone marrow, skin or cornea; or chronic graft versus host 

disease; and/or 

(6) (other tissues or diseases) Alzheimer's disease, multiple sclerosis, atherosclerosis, 
Acquired Immunodeficiency Syndrome (AIDS), Lupus disorders (such as lupus 
erythematosus or systemic lupus), erythematosus, Hashimoto's thyroiditis, myasthenia 

20 gravis, type I diabetes, nephrotic syndrome, eosinophilia fascitis, hyper IgE syndrome, 

leprosy (such as lepromatous leprosy), Peridontal disease, sezary syndrome, idiopathic 
thrombocytopenia pupura or disorders of the menstrual cycle; 
in a warm blooded animal, such as man. 

The present invention further provides a method of treating a chempkine mediated 
25 disease state (especially a CCR3 mediated disease state, especially asthma) in a warm 

blooded animal, such as man, which comprises administering to a mammal in need of such 
treatment an effective amount of a compound of formula (I), (T), (la), (lb), (Ic), (Id) or 
(Ie) or a pharmaceutically acceptable salt thereof or solvate thereof. 

In a further aspect a compound of formula (I), (T), (la), (lb), (Ic), (Id) or (Ie), or a 
30 pharmaceutically acceptable salt thereof, is useful in the treatment of asthma {such as 
bronchial, allergic, intrinsic, extrinsic or dust asthma, particularly chronic or inveterate 
asthma (for example late asthma or airways hyper-responsiveness)}; or rhinitis {including 
acute, allergic, atrophic or chronic rhinitis, such as rhinitis caseosa, hypertrophic rhinitis, 
rhinitis purulenta, rhinitis sicca or rhinitis medicamentosa; membranous rhinitis including 
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us rhimtis; seasonal*** 

tacludmgihtaitisn.rvosaChayfeveOorvasomotorrlumfs}. 

to a S dU f u rt hera S pectac 0 mpou n do J fo mffl la(I),(T),(la),ab),(fc).ad)or( b ), 

or a pharmaceuucaUy acceptable sal. thereof, is useful fa the «-* - 
, Thep^atrnventionalsoprovidesateaseofaoompouadoffonaulaa), U 

W.W.Ia^Oa^ap^^^^^^^^ 
ofamedicameatforuaetatha.reatman.ofaathmaotrhin.bs. 

TOe present fav^on further provides a method of treaung a chemolcnre medrated 
dU- sta* (especial, «CCR3 me*a«=ndisease S «e,especia n , 
0 blooded animal, such as man, which comprise* admmisfcring - a manunal - — 
^L* an effecdve amoun. of a compound of formula 0), (T). «. «. » - 
ae),oraphannaceu«caUyaccap B blesal.tt.areoforsolva te meteof 

Jorfertouaeacon^dofdKfa^orapha^^y^^ 
hereof or sdva* thereof, for «he aerapc^o treatman, o, a wann Woodad aa^, sac^aa 

15 !T1 plular modu.aring chemofcine <*>< CCM f*' 

co— n^co^aeaacorapoundofd.afo^aO), 
a„daphannaceu<ioallyaccaptableadjuvan t ,d 1 luentoraarner. Inafurtb P 

carrier. Depending oa the mode o, adrninisnnrion, A. phamracemrca. compos. nonw* 
. k, ri«,ftom 005 to 99 «w (per cent by weight), mora preferably from 0.05 

m pharmaceutical compositions o, mis invention may be adm.nrs.ered m *»tad 

these purposes the compounds of this invenbon may be fommlattdb^ .* 

art into the form of, for example, aerosols, dry powder — o» 

syI »ps, powders, granulea, aqueous or on, solutions or suspenses, (Itp.d) emulsroaa, 
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dispersible powders, suppositories, ointments, creams, drops and sterile injectable aqueous 
or oily solutions or suspensions. 

A suitable pharmaceutical composition of this invention is one suitable for oral 
administration in unit dosage form, for example a tablet or capsule which contains between 
. 5 O.lmg and lg of active ingredient 

In another aspect a pharmaceutical composition of the invention is one suitable for 
intravenous, subcutaneous or intramuscular injection. 

Each patient may receive, for example, an intravenous, subcutaneous or 
intramuscular dose of O.Olmgkg' 1 to lOOmgkg' 1 of the compound, preferably in the range 
10 of O.lmgkg" 1 to lOmgkg 4 of this invention, the composition being administered 1 to 4 
times per day. The intravenous, subcutaneous and intramuscular dose may be given by 
means of a bolus injection. Alternatively the intravenous dose may be given by continuous 
infusion over a period of time. Alternatively each patient will receive a daily oral dose 
which is approximately equivalent to the daily parenteral dose, the composition being 
15 administered 1 to 4 times per day. 

The following illustrate representative pharmaceutical dosage forms containing the 
compound of formula (I), (T), (la), (lb), (fc), (Id) or (Ie) or a pharmaceutically-acceptable 
salt thereof (hereafter Compound X), for therapeutic or prophylactic use in humans: 
(a) i 



20 



Tablet I 


me/tablet 


Compound X 


100 


Lactose Ph.Eur. 


179 


Croscarmellose sodium 


12.0 


Polyvinylpyrrolidone 


6 


Magnesium stearate 


3.0 


(b) 


Tablet II 


mg/tablet 


Compound X 


50 


Lactose PhJBur. 


229 


Croscarmellose sodium 


12.0 


Polyvinylpyrrolidone 


6 


Magnesium stearate 


3.0 
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(C) 

TableLSf" 
Compound X 
"Lactose Ph.Eur. 
Ctoscarmellose sodium 



Polyvinylpyrrolidone 



Magnesium stearate 



g/tablet 



rn 



1.0 

92" 

40 

To 




(e) 



Tnj ection.1 



10 



Compound X 



5.0% w/v 



to 100% 



15 



Isotonic aqueous solution 
^pylene giycol, *«* 

cyclodeltrinmaybe^dtoaidfonnulauon. vmfiOTd predates well taown 

I- Thetable* CaMc)n»ybeent*te~atedby 

Tta invention will now be fflnstratedb, the fbttowtng 
which, unless stated otherwise: 

(1) when given, 'HNMR datais ,no K d and ^^'^^ (TM S) as 
«o^.givenin^pe t n^on(p^^ ^ 

^in^nai standi detenninea at 3WI*««-*-«P 
( CD,SOCD3)or CDd, as the solvent unte otewtae stated, 
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(ii) mass spectra (MS) were run with an electron energy of 70 electron volts in the 
chemical ionisation (CI) mode using a direct exposure probe; where indicated ionisation 
was effected by electron impact (EI) or fast atom bombardment (FAB); where values for 
m/z are given, generally only ions which indicate the parent mass are reported, and unless 

5 otherwise stated the mass ion quoted is the positive mass ion - (M+H) + ; 

(iii) the following abbreviations are used: 

THF = tetrahydrofuran 
DMF = iV^dimethylformamide 
HPLC = high pressure liquid chromatography 
10 BOC = tert-butoxycarbonyl 

TEA = triethylamine 

(iv) the title and sub-titled compounds of the examples and methods were named using the 
ACD/name program from Advanced Chemical Development Ihc, Canada; 

(v) unless stated otherwise, reverse phase HPLC was conducted using a Symmetry, 
15 NovaPak or Ex-Terra reverse phase silica column; and 

(vi) solvents were dried with MgSC>4 or Na 2 S04. 

Example 1 

This Example illustrates the preparation of 4-(3,4-dichlorophenoxy)piperidine. 
Step a: tert-Butyl 4-(3,4-dichlorophenoxy)-l-piperidinecarboxylate 

20 Diethyl azodicarboxylate (4 1 .0ml) was added to a solution of triphenylphosphine 

(62.9g) in tetrahydrofuran (800ml) at 0°C. After 15 minutes 3,4-dichlorophenol (39. lg) 
was added, after a further 15 minutes tert-butyl 4-hychoxy-l-piperidinecarboxylate (48.3g) 
in tetrahydrofuran (400ml) was added dropwise over 30 min. The solution was stirred at 
room temperature for 16 hours and concentrated to a small volume. Purification by flash 

25 silica chromatography (ethyl acetate : iso-hexane 95:5) gave the sub-title compound as an 
oil (6L3g). 

MSV APCI(+ve): 246 (M-BOC+2H) 

Step b: 4~(3,4-DicMorophenoxy)piperidine 
30 The product from Example 1, step a) was dissolved in dichloromethane (600ml) 

and trifluoroacetic acid (300ml) was added. After 24 hours at room temperature the 
solution was evaporated and the resultant gum triturated under ether to give the sub-tided 
product as a solid (36.6g). The free base was liberated by addition of aqueous NaOH (2M) 
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and extraction with ethyl acetate foBoweo b, evaporation of solvent to give tire titie 

compound as a gum (25 g). 

*H NMR: 8(CDa 3 ) 1.77 (1H, br s), 2.05-2.26 (4H, m), 3.20-3.49 (4H, m), 4.61 

(lH,s), 6.69-7.52 (3H,m). 
. F.xam ple 2 

This Example illustrates the preparation of N-l3-[4-(3,4- 

dicUorophenoxy^peridtiv^^^^ 
(Compound 1 of Table HI). 

5^ rert-ButylW^^oUr^xyVl-Pi^y'lP^ 1 -^ 
0 ^eproductfrornBxanrpie 1St ep(b)(.0g)wasdi S so 1 ,edinDMF(50nn,^ 

(14** was added. *H*. 3-bron-W-*— O* - *- 

and te resulting soUd disced tit ethyl acetate and waTer were added, the organ, phase 
separated, dried, filtered and evaporated to a solid (17.51g). 
15 MS:ESI(+ve):403(M+H) 

step b: a-^^chtorophenoxyVl-piperianyllpropylamine 

tt eprod«o,f to mExa m p 1 e2Srep(a)(2 g ,wasd te o 1 vedmdroxan,100nti) i »d«. 

HO (lOOm!) added. After tetirs a, room temperature the advent was 
20 LLsoHdbasiriedwHtiKaOH^ti.pHn. Thea^us wasextrac* wr**M 
ace**, ate organic phase separated, dried, filtered and evapontied to leave the snb-titie 
compound as an oil (1 . 1 g). 
MS:ESI(+ve): 303 (M+H) 

25 m *iww*4m«*->4^^ 

sulfonamide (A n 

- Theproduc.ofExa m p.e2,S>epCb)(0.2g)wasdi S aolvedmacetone(4ml> 

pyridin-Wphene-^sulfony, chloride <0.171g) and the — » 

org anic exacts dried, filtered and concentiated. Purification by rev- 

(1 a gradient Cue., system [30* MeCN/NH.OAc„ (0.1%) to 95% MeCW/NHaOAc, 

(0.1%)]} gave the title compound as a solid (0.135g). 
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'H NMR: 5 (CDC1 3 ) 1.72 (2H, quintet), 1.84-1.91 (2H, m), 1.98-2.04 (2H, m), 
239-2.47 (2H, m), 2.52 (2H, t), 2.62-2.71 (2H, m), 3.23 (2H, t), 4.32-4.38 (1H, m), 6.75 
(1H, dd), 6.99 (1H, d), 7.23 (1H, d), 7.25 (1H, dd), 7.32 (1H, d), 7.49 (1H, d), 7.57 (1H, d), 
7.75 (lH,dt), 8.59(lH,.ddd). 
5 Melting point: 115°C 

Example 3 

This Example illustrates the preparation of iV-{3-[4-(3,4-difluorophenoxy)-l- 
piperidinyl]propyl}-5-(2-pyridinyl)-2-tWophenesxilfona (Compound 69 in Table I). 
Step a: tert-Butyl 4-(3,4-difluorophenoxy)-l-piperidinecarboxylate 
10 The sub-title compound was prepared according to the method of Example 1, step 

(a) using 3,4-difluorophenol to afford an oil (5.4g). 
MS: ESI (+ve): 213 (M-BGC+H) 

Step b: 4-(3,4-Difluorophenoxy)piperidine 
15 The sub-title compound was prepared according to the method of Example 1, step 

(b) to afford a pale yellow oil (3g). 
MS: ESI (+ve): 214 (M+H) 

Step c: 2-{3-[4-(3,4^dffluorophenoxy)-l^ 

20 The product from Example 3, Step (b) (1.5g) was dissolved in CH 2 C1 2 (26ml) and 

triethylamine (1.18ml) was added. 2-(3-Bromopropyl)-lfl-isoindole-l,3(2fl)-dione 
(2.08g) was then added and the solution stirred at room temperature for 12 hrs. Ethyl 
acetate and aqueous NaHCC>3 solution were added and product was extracted with ethyl 
acetate. The combined organic extracts were dried, filtered and concentrated. This gave 

25 the sub-titled product as a solid (1.55g). ; . 

MS: APCI(+ve): 401 (M+H) 

Step d: 3-[4-(3,4-difluorophenoxy)-l-piperidinyl]propylainine 

To the product of Example 3, Step (c) in EtOH (30ml) was added hydrazine 
30 monohydrate (0.562ml). The reaction was refluxed for 4 hrs and the solvent evaporated. 
Dichloromethane (40ml) was added and the solid by-product filtered. The organic residue 
was evaporated and the product purified by reverse phase HPLC {with a gradient eluent 
system [25% MeCN/NH40Ac aq (0.1%) to 95% MeCN//NH40Acaq (0.1%)]} to give the 
sub-title compound as a solid (0.622g). 
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* NMR: SCCDCls) 1.80-1.86 (4H, m) 1.95-2.02 (2H, m), 2.46 (2H, br s), 2.61 (2H, 
t), 2.75 (2H, br s), 3.04 (2H, t), 4.26 (1H, br s), 6.56-7.27 (5H, m). 

^N-{3-[4-(3,4-difluorophenoxy)-l-piperidinyllpropyl}^ 
5 tbiophenesulfonamide ./imnmd 

,0 eluent Evaporationof .oiven, and punfi^on »s.ng revere p^e^^ «^ * 
eta*,, system [25% MeCN/NH.0^ (0.!%) to 95% MeO^OAc, (0.1%)]) gave 
the title compound as a solid (0.120g). 

>H NMR: 8(DMSO) 1.50-1.90 (6H, m), 2.07-2.14 (2H, m), 2.27 (2H, 0. 2.55-2.61 

(2H, m), 2.93 (2H, 0, 4.26-4.35 (1H, m), 6.71-8.58 (9H, m) 
15 Melting point: 128-129°C. 

Fxample 4 

TMsExan^efflusttausfceprepa,*^ 
pip endin y .]e*yl)-5- ( 2-p^^^ (Compound 59 o, Tab.e D- 

20 The product from Example 3, Step (b) (5g) was dissolved nr DMF (27ml) and 

tfethylamine^wasadded. 

^ dissolved in e*yl acetate and washed wi* w*er. The organ* phase separafcd, 
dried filtered and evaporated. Purification b, flash silica chromatography 

small amount of DMF. 
MS: APCI(+ve): 357 (M+H) 

Steob- aWS^difluorophenoxyyi-pipetidinyllemylamine 

' ^ w ^enCaUlOg) was dissolved in dioxane (114ml) and 
30 The product of Example 4, Step W^g; w<«, . fltwa . 

Ha(6N)(114ml)wa S addedand t hereactio„atirredfor2 te s. The orgamc solvent « 



as an oil (4.65g). 
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l K NMR: 8(CDC1 3 ) 1.74-1.83 (2H, m), 1.95-2.00 (2H, m), 2.26-2.31 (2H, m), 2.43 
(2H, t), 2.73 (2H, br s), 2.79 (2H, t), 4.17-4.23 (1H, m), 6.58-7.07 (3H, m). 
MS: APCI(+ve): 257 (M+H) 

5 Step c: j\T-{2-[4-(3,4Kiffluorophenoxy)-^ 
thiophenesulfonamide 

To a solution of 5-pyridin-2-yl-thiophene-2-sulfonyl chloride (0.213g) [in CH 2 C1 2 
(10ml)] was added a solution of the product of Example 4, Step (b) (0.210g) [in CH 2 C1 2 
(5ml) and pyridine (0.066ml)]. The reaction was left to stir for 12 hrs. The reaction 
10 mixture was washed with saturated aqueous NaCl solution and the organics separated and 
dried and then filtered. The solvents were evaporated and the product purified by using 
reverse phase HPLC {with a gradient eluent system [25% MeCN/NH^OAcaq (0.1%) to 
95% MeCN/ZISfa^OACaq (0. 1 %)] } give the title compound as a solid (0.03g). 

*H NMR: 8 (CDC1 3 ) 1.69-1.79 (2H, m), 1.86-1.92 (2H, m), 2.22-2.26 (2H, m), 2.51 
15 (2H, t), 2.53-2.60 (2H, m), 3.15 (2H, t), 4.15-4.24 (1H, m), 6.55-6.57 (1H, m), 6.66-6.70 
(1H, m), 7.03 (1H, q), 7.24-7.27 (1H, m), 7.49-7.51 (1H, m), 7.60-7.61 (1H, m), 7.68 (1H, 
d), 7.75 (lH,t), 8.59 (1H, d). 

Melting point: 144-145°C. • '* 

Example 5 

20 This Example illustrates the preparation of iV r -{(15)-l-benzyl-2-[4-(3,4- 

difluorophenoxy)-l-piperidmyl]-2- 
(Compound 2 of Table HI). 

Step a: tert-Butyl (15)-l-benzyl-2-[4-(3,4-difluorophenoxy)-l-piperidinyl]-2- 
oxoethylcarbamate 

25 The product of Example 3, Step (b) (lg) was dissolved in CH 2 C1 2 (20ml) and (25)- 

2-[(tert-butoxycarbonyl)amino]-3-phenylpropanoic acid(1.24g),iV^/-di-iso- 
propylethylamine (2.45ml) and PyBrop (bromo-tris-pyrrolidino-phosphonium 
hexafluorophosphate, 3.2g) were added. After 1 hr at room temperature CH 2 C1 2 was added 
and the mixture washed with HC1 (2N), aqueous NaHC0 3 solution, and saturated aqueous 

30 NaCl solution. The organic phase was dried, filtered and evaporated. Purification by flash 
silica chromatography (hexane : ethyl acetate 70:30) gave the sub-titled product as solid 
(1.6g). 

MS: ESI(+ve): 461 (M+H) 
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' The product from Example 5, Step (a) <U0 - >" dicUor ° m *™ 

dOmDaodttifluoroacetioacidCSmDwas^. After 1 hr at room temperahrr* the 

was evaporated artd aqueous NaOH (2M) added, The product was extract ™* 
5 emyl me combined organic extracts dried, filtered and concentred to grve me 

sub-title product as an oil (lg). 
MS: ESI(+ve): 361 (M+H) 

Step c: AH(lS)-l-ber*yl-2-^ 
10 py ri(linyl)-2-thiophenesulfonamide 

(5m!) and dimerhyl amino pyridine (O.OWg)] was added a sohftion of me product,* 
Example 5, Step (b) (O.lOOg, in CM (1ml). The reacuon was left to sm for 12 

15 chromatography «im2*MeOH^.5^^ 

S^*— ^wimlO^MeCN^^CH^eluentgaveme 

title compound as a solid (0.045g). 

H NMR: 8 (CDCI3) 1.23-1.73 (4H, m), 2.97 (2H, d), 2.93-3.55 (4H, m), 4.05-4.15 

(1H, in), 4.55-4.60 (1H, m), 5.94 (1H, s), 6.31-8.57 (14H, tn). 

20 MS: APCI(+ve): 584 (M+H). 

The am ple 6 

This Example illnstra.es me preparation of „-((lo>l-benzyl-2-t4<3,4- 
dffluorophenoxyH-piperidtaylle^^ 

(Compound 3 of Table HT). 
25 3teg_a: (l^l-Benzyl-^.^or^oxyH-piparidm^yla^ 

The prodnot from Example 5, Step (b) (0.1g) was dissolved m THF (3rd) artd 
borane C0.84 ml (1M in THF)1 was added. The mention was stood for 1 hr and then 
quenched slowly with metanol. The solvents were evaporated and me residue re- 
Lolvedin50%H 2 0/50%concHa(2ml)andrenuxedforlhr. Tne solvents were 
30 Xomted The free base was liberated b, addition o, aqueous NaOH (2M) and extia^on 

title compound as an oil (0.092g). 
MS: APCI(+ve): 347 (M+H) 
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Step b: i\^{(li^-l-benzyl-2-[4-(3,4-difluorophenoxy)-l-piperi 
2-thiophenesulfonamide 

The product of Example 6, Step (a) (0.09 Ig) was dissolved in acetone (2ml). 
Potassium carbonate [0.066g dissolved in H 2 0 (0.5ml)] was then added, followed by 5- 
5 pyridin-2-yl-tMophene~2-sulfonyl chloride (0.067g) and the reaction left to stir for 10 
mins. Water was then added and the product extracted with ethyl acetate. The combined 
organic extracts dried, filtered and concentrated. Purification by flash silica column 
chromatography with l%MeOH/98.9%CH 2 Cl2/0.1%aq NH 3 as eluent, and then reverse 
phase HPLC {with a gradient eluent system [50% MeCN/NHUOAcaq (0. 1%) to 70% 
10 MeCN//NH4OACaq(0.1%)]} gave the title compound as a solid (0.057g). 

l H NMR: 5 (CDC1 3 ) 1.61 (2H, m), 1.71-1.81 (2H, m), 2.00-2.09 (2H, m), 2.20-2.26 
(2H, m), 2.30-2.38 (2H, m), 2.82-2.88 (1H, dd), 3.24-3.29 (1H, dd), 3.45-3.51 (1H, m), 
4.08 (1H, m), 6.47-6.50 (1H, m), 6.62 (1H, m), 6.95 (1H, q), 7.19-7.30 (6H, m), 7.50-7.51 
(1H, m), 7.61-7.62 (1H, m), 7.66 (1H, d), 7.74 (1H, t), 8.58 (1H, m). . 
15 MS: APCI(+ve): 570 (M+H) • ; 

Example 7 

This Example illustrates the preparation of iV-((15)-l-{[4-(3,4-dichlorophenoxy)-l- 
piperidinyl]methyI}-2-methylpropy^ (Compound 
4 of Table HI). 

20 Step a: tert-Butyl (15)-l-ir4-(3.4-dichlorophenoxyVl-piperidinyl1carbonyll-2- 

methylpropylcarbamate 

To (25)-2-[(tCTt-butoxycarbonyl)amino]-3-methylbutanoic acid (1.13g) in CH 2 C1 2 

(5 ml) was added l-ethyl-3-[3~(dimethylainino)-propyl]carbodiimide hydrochloride 

(0.99g) and left to stir for 5 mins. The product of Example 1, Step (b) (0.98g) dissolved in 
25 CH2CI2 (5ml) was then and the reaction left to stir for 3 hrs. Aqueous NaHCQ3 solution 

was added and the product extracted with ethyl acetate. The organic phase was dried, 

filtered and evaporated to give the sub-title compound (1 .57 g). 

MS: APCI(+ve): 345(M-BOC+H) 

30 Step b: (15)-l-{ [4-(3,4-dichlorophenoxy)piperidin-l-yl]carbonyl}-2-methylpropylamm 
The product from Example 7, Step (a) (1 .57g) was dissolved in dichloromethane 
(14ml) and trifluoroacetic acid (4ml) was added. After 2 hours at room temperature the 
solution was evaporated and aqueous NaOH (2M) was added. The product was extracted 
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with ^ ace... ». cornea organic extrac* dried, filtered and concentrated » *» 
the sub-title product as an oU (1.12g). 
MS: APCI(+ve): 345 (M+H) 

The produet ftomExample 7, Step (b) (U2g) was dtssolved m THF 0*4 
. m 7 ml (1M in TBFflwas added. The reaction was stirred for 2 brand the 
„orane [22.7ml 0M ntlM ^ ^ ^ , y ^ 

con^otganice^wetew^widrsanu^^us^.dned.ffl 
and solvents evaporated to give the sub-dtle componnd aa an oU (0.98g). 
MS: APa(+ve): 331 (M+H) 

pvndht^-^benesntfonann^ wasdissolvedin ^one (In* 

The product of Example 7, Step (cHU.usugjw 

, tr rwnWrt was then added, followed by 5-pyndin-2-yl- 
K 2 C0 3 [0.033g dissolved m H 2 0 (0.5ml)] was then ea, 

thiophene-2-sulfonyl chloride (0.041g) and the ^^^^.^ 
fdteredaudconcen^^ 

30 %EtOAc/68%Hexane/2%TEA as eluent, and then reverse phase HPL£ [(50% 

»HNMR: 5 (CDClj) 0.88-0.94 (7H, m), 1.60-1-71 (2H, m), 1.76-1.8 (« 
!L ^ 32 2 38 (2H m) 2.43-2.47 (2H, m), 3.22-3.28 (1H, m), 4.15-4.22 
25 2.17-2.27 (2H, m), 2.32-2.38 (2H, m), 

(1 H, m ),6.68(iadt),6.90-6.92(lH,m),7.23-7.29(2H,m),7.50(iat),7.59( 

7.65-7.67 (1H, m), 7.71-7.75 (1H, m), 8.58 (1H, m). 

MS: APCI(+ve): 554 (M+H) 



Kx am ple 8 

This Example illustrates the preparation of N<«S)-l- { ^dichlorophenoxyH- 
This Examp d ; m ethoxybenzenesulfonamide (Compound 5 of. 

piperidmyl]memyl}-2-memylpropyl)-2,5-dunethoxyD 

^ Product of Example 7, Step (b) (0.050g) was dissolved in acetone (1ml), 

The product * followed by 2,5-dimethoxy- 

K2CO3 [0.033g dissolved m H 2 0 (0.3ml)] was men 



30 
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benzenesulfonyl chloride (0.039 g). The reaction left stirring for 30 mins. Water was then 
added and the product extracted with ethyl acetate. The combined organic extracts were 
dried, filtered and concentrated. Purification by flash silica column chromatography with 
l%MeOH/98.9%CH 2 Cl 2 /0.1%aq NH 3 as eluent gave the title compound as a solid 
5 (0.072g). 

>H NMR: 8 (CDC1 3 ) 0.85-0.90 (6H, m), 1.48-1.72 (5H, m), 2.25 (4H, m), 2.48 (2H, 
m), 3.20 (1H, m), 3.81 (3H, s), 3.95 (3H, s), 4.14 (1H, m), 5.28 (1H, m), 6.70-6.95 (1H, 
m), 6.95-6.98 (2H, m), 7.04-7.07 (1H, m), 7.26-7.3 1 (1H, m), 7.44 (1H, m). 
MS: APCI(+ve): 531 (M+H) 
10 Example 9 

This Example illustrates the preparation of iV-{2-[4-(3,4-difluorophenoxy)-l- 
piperidinyl]-2-methylpropyl}-5-(2-pyritoyl)-2-tWophenesulfonamide (Compound 6 of 
Table IE). 

Step a: 2-[4-(3,4-dichlorophenoxy)-l-piperidmyl]-2-methyl-l-propanamine 
1 5 The product of Example 3, Step (b) ( 1 .5g) was dissolved in acetone (1ml). After 

five minutes 2-hydroxy-2-methylpropanenitrile (0.64ml) was added and the reaction left to 
stir for 12 hrs. The solvent was allowed to evaporate and then THF (10ml) was added 
followed by LiAlEU (1M in THF, 20ml) and the reaction left to stir overnight. The reaction 
was then quenched with H 2 0 (0.5ml), followed by NaOH (15% solution in H 2 0, 0.5ml) 
20 and then H 2 0 (1 .5ml). Ethyl acetate was then added and the mixture dried and filtered. 

The organics were evaporated and purification by flash silica column chromatography with 
10%MeOH/90%CH 2 Cl 2 as eluent gave the sub-title compound as an oil (0.60g). 

*H NMR: 8 (CDC1 3 ) 1.01 (6H, s), 1.45 (2H, br s), 1.69-1.79 (2H, m), 1.96-2.00 
(2H, m), 2.30-2.40 (2H, m), 2.58 (2H, m), 2.79-2.81 (2H, m), 4.14-4.19 (1H, m), 6.56-7.09 
25 (3H,m). 

MS: ESI(+ve): 285 (M+H) 

Step b: N- { 2-[4-(3,4-difluorophenoxy)- 1 -piperidinyl]-2-methylpropyl } -5-(2-pyridinyl)-2- 
thiophenesulfonamide 

30 Prepared by the method of Example 7, Step (d) using the product of Example 9, 

Step (a) to give the title compound as a solid (0.1 37g). 

J H NMR: 8 (DMSO) 0.98 (6H, s), 1.51-1.59 (2H,m), 1.85-1.89 (2H,m), 2.24-2.33 
(2H, m), 2.67-2.70 (2H, m), 2.86 (2H, s), 4.24-4.31 (1H, m), 6.71-8.58 (10H, m). 
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Melting point: 133-134°C. 

ExaiHEleiQ 

This Example illusuales the preparation ^"^^T^^ 

(14ml) W -(2-oxoptopyl)-2-phenylaceta m ide was added (0.72g) foUoweO » 

(14ml). « i v „ „„„ fcnpetatuie aqueous NaOH <1M) 

(1 12k) and aceuc acid (0.12g). Alter re uuu 

„„ n vlaoe«ate were added. The product was e«racred erhyl acetate, the 

column chromatography (dichloromethane : methanol 95.5) gave the 
(0.77g). 

MS: APCI(+ve): 389 (M+H) 
15 Steob- 2-l4K3,4-Dffluorophenoxy^^ 

BcJ^OW-^ — Evaporation of solvent 
and purification by flash silica column chromatography usmg ^ 

20 St^ AM2-[4-(3,4^uo^^ 

thiophenesulfonamide. ^.Wuct of Example 10, 

Prepared by the method of Example 7 , Step (d) usmg the product of Examp 

Step(b)togivethetitlecompoundasasohd(0.21g). 222 _ 2 . 39 . 
*HNMR: 5(DMSO) 0.91(3* d), 1.48-1.59 (2H,m), 

4.32 (lH,m), 6.71-8.59 (9H,m). 
Melting point: 153-154°C. 

Exam ple 11 
TMsExanmlemustraresmeprepar*^^^ 
piperidr^^^^^ " 1 8 



Table IH). 
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Step a: N- { 2- [4-(3 ,4-difluorophenoxy) - 1 -piperidinyl]ethyl } -2,2, 2-trifluoroacetamide 

To the product of Example 4, Step (b) dissolved in CH 2 C1 2 (20ml) with 
triethylamine (2.45ml) at 0°C was added trifluoroacetic anhydride (1.24ml) in CH 2 C1 2 
(5ml). The reaction was allowed to warm to room temperature over 1 hr. The reaction 
5 mixture was diluted with CH 2 C1 2 and washed with H 2 0. The combined organics were 
dried, filtered and solvents evaporated. Purification by flash silica column 
chromatography using 2%MeOH/97.6%CH 2 Cl 2 /0.4%aq. NH 3 as eluent gave the sub-tide 
'product (1.64g). 
MS: ESI(+ve): 353 (M+H) 

10 

Stepb: iV-{2-[4-(3,4-difluorophe 
methylacetamide 

The product of Example 11, Step (a) (1.64g) dissolved in THF (5 ml) was added 

dropwise to a suspension of NaH (60% dispersion in oil, 0.205g) in THF (20 ml) at 0°C. 
15 The reaction mixture was allowed to warm to room temperature and stirred for 30 mins , 

then cooled to 0°C and methyl iodide (0.290ml) dissolved in THF (5ml) added dropwise. 

The reaction was then allowed to warm to room temperature and left for 12 hrs. Two 

further aliquots of methyl iodide (0.2ml and 0.5ml) were added over 12 hrs. The reaction. 

was quenched with saturated NaHCCh and the product extracted with ethyl acetate, dried, 
20 and filtered. Evaporation of solvent and purification by flash silica column 

chromatography using l%MeOH/98.5%CH 2 Cl 2 /0.5%aq. NH3 as eluent gave the sub-title 

product (0.30g). 

MS: ESI(+ve): 367 (M+H) 

25 Step c: iV-{2-[4-(3,4-difluorophenoxy)-l-piperi 

The product of Example 1 1 , Step (b) (0.3g) was dissolved in EtOH (15 ml) and 

NaOH (2M, 5 ml) added. The reaction was stirred for 48 hrs and H 2 0 and EtO Ac added. 

The organic layer was washed with saturated aqueous NaCl solution, dried, filtered and 

evaporated to give an oil (0.221g). 
30 MS:ESI(+ve):271 (M+H) 
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Stepjl: AH2-[4-(3,4^uo^^ 
thiophenesulfonamide hydrochloride. 

Prepared by the method of Example 7 . Step (d) using the product of Example 11, 
Step (c) with Et 2 0/HCl to give the title compound as a hydrochloride salt (0.073g). 

J H NMR' 5 (D 2 0) 1.96-2.43 (2H, m), 2.92 (3H, s), 3.26-3.28 (IH, m), 3.41-3.63 
(7H,m),3.81-3. 8 4(lH,m),6.82-6.87(lH,m),6.99-7.05(lH,m),7.23(lH,m),7.69aH, 

td), 7.83 (IH, d), 7.86 (IH, d), 8.08 (IH, d), 8.22 (IH, td), 8.60 (IH, ddd). 
Melting point: 123°C. 

Exam ple 12 

This Example illustrates the preparation of 2-[4-(3,4^ichlorophenoxy)piperidin-l- 
y l].^44-(memylsTilfonyl)phenyl]emanesulfonamide. 

Step a: ^-[4-(memylsulfonyl)phenyl]emylenesulfonamide ' 

To a suspension of 4-(methylsulfonyl)aniline (0.378g) in diethyl ether (10 ml) and 
tnethylamine (0.462ml) at 0°C was added 2-chloroethanesulfonyl chloride (0.346ml). The 
5 reacdon mature was left to stir at 0°C for 3hrs and then at room temperature for 8hrs. The 
solvent wasevaporated to give the sub-title compound as a brown solid which was used 
without further purification in Example 12, step b. 
MS:ES(-ve):260(M-H) 



20 



M 4-(3,4-mcNorophe™ 
ethanesulfonamide. 

The product from Example 12, step a -as dissolved MeOH (10ml) and the product 
of Example 1, step b) added, and the reaction stirred a. room temperature for 2hrs. The 
reaction mixture was then poured into water and the product extracted wrth 
.5 diehloromemane. The combined organic extracts were washed whhwater and tame, then 
dried,filteredandcuncentrated. Purification by reverse phase HPU: (with a gradten, 
eaten, system [40% MeOWHrOAc, (0.1%) to 95% MeCN//NH.OA^ (0.1%)]). Any 
excess NH,OAc in .he prodnet was removed by dissolving Ore compound in ethyl acetate 
and washing with aqueous saturated NaHCO s followed by dr*ng of tire organics, Bltiation 
30 and evaporation of solvent. This gave the title compound (0.052g). 

'HNMR: 5(DMSO) 1.38 - 1.49 (2H, m), 1.72- 1.82 (2H, m), 2.14 -2.22 (2H,m), 
2 52 - 2.62 (2H,m),2.66-2.76(2H,m),3.20(3H,s),3.38 - 3.47(2H,m),4.30-4.42(lH, 

m), 6.89 - 6.98 (IH, m), 7.22 (IH, d ), 7.38 (2H, d ), 7.48 (IH, d). 7.85 (2H, d). 
MS: APCI(+ve): 507 (M+H) 



WO 01/92227 PCT/SE01/01298 

32 

Example 13 

Pharmacological Analysis: Calcium flux [Ca 2+ ]i assay 

Human eosinophils 

5 Human eosinophils were isolated from EDTA anticoagulated peripheral blood as 

previously described (Hansel et aL, /. Immunol Methods, 1991, 145, 105-1 10). The cells 
were resuspended (5xl0 6 ml" 1 ) and loaded with 5|iM FLUO-3/AM + Pluronic F127 
2.2jil/ml (Molecular Probes) in low potassium solution (LKS; NaCl 1 18mM, MgS04 
0.8mM, glucose 5.5mM, Na 2 C0 3 8.5mM, KC1 5mM, HEPES 20mM, CaCl2 1.8mM, BSA 

10 0. 1 %, pH 7.4) for one hour at room temperature. After loading, cells were centrifuged at 
200g for 5min and resuspended in LKS at 2.5x1 0 6 ml" 1 . The cells were then transferred to 
96 well FLEPr plates (Poly-D-Lysine plates from Becton Dickinson pre-incubated with 
5jjM fibronectin for two hours) at 25|il/well. The plate was centrifuged at 200g for 5min 
and the cells were washed twice with LKS (200|Jl; room temperature). 

15 A compound of the Examples was pre-dissolyed in DMSO and added to a final 

concentration of 0.1%(v/v) DMSO. Assays were initiated by the addition of an A50 
concentration of eotaxin and the transient increase in fluo-3 fluorescence (1e* =490nm and 
lEm = 520nm) monitored using a FLIPR (Fluorometric Imaging Plate Reader, Molecular 
Devices, Sunnyvale, U.S.A.). 

20 Human eosinophil chemotaxis 

Human eosinophils were isolated from EDTA anticoagulated peripheral blood as 
previously described (Hansel et aL, J. Immunol Methods, 1991, 145, 105-110). The cells 
were resuspended at lOxlO 6 ml" 1 in RPMI containing 200 IU/ml penicillin, 200 jxg/ml 
streptomycin sulphate and supplemented with 10% HIFCS, at room temperature. 

25 Eosinophils (700 |il) were pre-incubated for 15 mins at 37° C with 7 ill of either 

vehicle or compound (lOOx required final concentration in 10% DMSO). The chemotaxis 
plate (ChemoTx, 3jim pore, Neuroprobe) was loaded by adding 28]il of a concentration of 
eotaxin (0.1 to lOOnM) containing a concentration of a compound according to the 
Examples or solvent to the lower wells of the chemotaxis plate. The filter was then placed 

30 over the wells and 25 pi of eosinophil suspension were added to the top of the filter. The 
plate was incubated for 1 hr at 37° C in a humidified incubator with a 95% air/5% CO2 
atmosphere to allow chemotaxis. 
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The medium, containing cells that had not migrated, was carefully aspirated from 
above the filter and discarded. The filter was washed once with phosphate buffered saline 
(PBS) containing 5 mM EOT A to remove any adherent cells. Cells that had migrated 
through the filter were pelleted by centrifugation (300xg for 5 mins at room temperature) 
and the filter removed and the supernatant transferred to each well of a 96-well plate 
(Costar). The pelleted cells were lysed by the addition of 28 ul of PBS containing 0.5% 
Triton xlOO followed by two cycles of freeze/thawing. The cell lysate was then added to 
the supernatant. The number of eosinophils migrating was quantified according to the 
method of Strath et al., /. Immunol. Methods, 1985, 83, 209 by measuring eosinophil 
peroxidase activity in the supernatant. 

Certain compounds of the Examples were found to be antagonists of the eotaxin 

mediated human eosinophil chemotaxis. 



01/92227 
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T~(CH 2 ) n - 



R 



R 



,9 



,10 



(CH 2 ), 



Y 



(I) 



wherein: m and n are, independently, 0, 1, 2, 3 or 4; X is CH 2 , CO, O, S, S(O), 
S(0) 2 or NR 6 ; Y is NR 4 S(Q) 2 R 5 or S^V; T is C=0 or CR 7 R 8 ; R 1 is 



or Ci^ alkyl; R 4 and R 6 are, independently, hydrogen or Cm alkyl (optionally 
substituted with aryl); R 5 is Ci-6 alkyl {optionally substituted by halogen, CO2R 11 , 
aryl or heterocyclyl}, C3-10 cycloalkyl {optionally substituted by C1-4 alkyl or oxo}, 
C3.7 cycloalkenyl {optionally substituted by Cj-6 alkyl or aryl}, aryl or heterocyclyl; 
or, when Y is S(0) 2 NR 4 R 5 , R 5 may also be hydrogen; R 7 , R 8 , R 9 and R 10 are, 
independently, hydrogen or C1-6 alkyl (optionally substituted with aryl); wherein 
the foregoing aryl and heterocyclyl moieties are, independently, optionally 
substituted by one or more of halo, cyano, nitro, hydroxy, S(0)qR n , OCONR 12 R 13 , 
NR 14 R 15 , NR 16 COR 17 , NR 18 CONR 19 R 20 , S02JNR 21 R 22 , NR^SOsR 24 , CONR 2 ^ 26 , 
COR 27 , CO2R 28 , OCOR 29 , NR^CO^ 31 , C w alkyl (itself optionally substituted with 
halo, Ci_6 alkoxy, C3-10 cycloalkyl, C0 2 (Q-6 alkyl), OCO(Ci_6 alkyl), S0 2 R 32 , 
CONR^R 34 , phenyl, phenoxy, heterocyclyl or heterocyclyloxy), C3-10 cycloalkyl, 
C1-6 alkoxy, haloalkoxy, C 2 ^ alkenyl, C 2 _6 alkynyl, methylenedioxy, phenyl, 
phenoxy, phenylthio, phenyl(Ci-4)alkoxy, heterocyclyl, heterocyclyloxy or 
heterocyclyl(Ci_4)alkoxy; wherein any of the immediately foregoing phenyl and 
heterocyclyl moieties are optionally substituted with halo, hydroxy, nitro, S(0)kCi^ 
alkyl, S0 2 NH 2 , cyano, C XA alkyl, C1-4 alkoxy, CONH 2 , CONH(d_4 alkyl), C0 2 H, 
C0 2 (C w alkyl), NHCO(C^ alkyl), NHS0 2 (C w alkyl), CO(Ci^ alkyl), CF 3 or 
OCF 3 ; R 12 , R 13 , R 14 , R 15 , R 16 , R 17 , R 18 , R 19 , R 20 , R 21 , R 22 , R 23 , R 25 , R 26 , R 27 , R 28 , R 29 , 
R 30 , R 31 , R 33 and R 34 are, independently, hydrogen, Q. 6 alkyl or aryl (itself 
optionally substituted by halo, C w alkyl, Cis haloalkyl, CN, N0 2 , Q-6 alkoxy or 
C1-6 haloalkoxy); R n , R 24 and R 32 are, independently, alkyl or aryl (itself 
optionally substituted by halo, C1.6 alkyl, Q-6 haloalkyl, CN, N0 2 , C1-6 alkoxy or 



hydrogen, C\s alkyl, aryl or heterocyclyl; R 2 and R 3 are, independently, hydrogen 
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C 1 ,h al oalkox,);kandqare, ta depend e nUy.O,lor2;oraph aI maceu«icaUy 
acceptable salt thereof; or a solvate thereof. 
2 . A compound of formula (!) as claimed iu claim 1 wherein aryl is phenyl. 

dihydroindo.,., heuzo[blfury., benzMmienyl, 2 ,3-dihydrr,oenz[b]ttu«,y. 
tadffi olyl,benzinndazoly>,ben«^^ 

^obenahiazo.,1, - imidazopyndrnyl, threno P > 

bJ pyndin-6-yl 1W ^^lyU4>hen I omiad i azo 1 ,l.benz 0 ^ 
^xanj,dm,drc«^^ 

ovraZ olopyridine, apurine, quinolmyl, iaoqninolinyl, anaphthyndmyl, a 
^up, where appropriate, in the form of an N-oxide, an S-ox.de or an S-droxrde. 

CR'R ! , wherein R 7 and R ! ale, independently, hydrogen or Cm alkyl. 
* 5 . A comp.undoffo m ma( I )asclarmedinc 1 aiml.2,3or4wh«ain n i S Oorl. 

6 . A co m poundo,fo m ula( B a S claimedmolaiml, 2 ,3,4or5where i nm iS 0. 
25 7 . A co m pomrdof,o m ma(I)asclaime d manyoneofu K preeemn g c,ain K whe^ 
Xis O. 

. Acompoundof^CO-^^-^^^^trir 0 
R 1 is piny, substituted with one or more o, fluorine, chionne, Cm ** - Cm 

30 alkoxy. 

9 . A compound offomrula (I) as craimed in any one ofthe preceding claims wherein 
R 2 and R 3 are both hydrogen. 
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10. A compound of formula (I) as claimed in any one of the preceding claims wherein 
R 4 is hydrogen or C w alkyl. 

11. A compound of formula CO as claimed in any one of the preceding claims 
5 whereinR 9 is hydrogen, Q.4 alkyl or phenyl(Ci-4 alkyl). 

12. A compound of formula (I) as claimed in any one of the preceding claims wherein 
R 10 is hydrogen. 

10 13. A compound of formula (I) as claimed in any one of the preceding claims wherein 
R 5 is Q-6 alkyl {optionally substituted by phenyl (itself optionally substituted by 
halogen or nitro), C0 2 (Ci-4 alkyl), C3-10 cycloalkyl (itself optionally substituted by 
oxo or C1.4 alkyl) or heterocyclyl}, aryl {optionally substituted by halogen, Ci^ 
alkyl, C1-4 alkoxy, OH, nitro, cyano, CF 3 , OCF 3 , N(C W alkyl^, NHCO(Ci-4 alkyl), 

15 CO2H or C0 2 (Q.4 alkyl)} or hererocyclyl {optionally substituted by halogen, oxo, 

C M alkyl, NHCO(C w alkyl), CO(d 4 alkyl), C0 2 H, C0 2 (C w alkyl), pyridyl or 
isoxazolyl}. 

14. A compound of formula (I) as claimed in any one of the preceding claims wherein 
20 YisNR 4 S(0) 2 R 5 . 

15. A pharmaceutical composition which comprises a compound of the formula (I), or 
a pharmaceutically acceptable salt thereof or a solvate thereof, as claimed in claim 
1, and a pharmaceutically acceptable adjuvant, diluent or carrier. 

25 

16. A compound of the formula (I), or a pharmaceutically acceptable salt thereof or a 
solvate thereof, as claimed in claim 1, for use as a medicament. 

17. The use of a compound of the formula (I) or a pharmaceutically acceptable salt 
30 thereof or a solvate thereof, as claimed in claim 1, in the manufacture of a 

medicament for use in therapy. 



18. A method of treating a CCR3 mediated disease in a patient suffering from, or at risk 
of, said disease, which comprises administering to the patient a therapeutically 
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effect amount ofacompoundoffonnulaW.orapharmace.tical.yaccepUble 
salt thereof, as claimed in claim 1. 
19 . Apr „cessforp^aringacompoundof fend.® as ciaimed in ciaim l.the 
process comprising: 

a) coupling a compound of formula (S): 

r,_Xn O h (,,) 

with a compound of formula (IH): 

L _T— (CH^-4— (CH,te Y (HI) 

wtoreta L is a suitabie leaving group, when Y is NR W *- * «• - 
fcydrogen, when Y is S<p»«W then neither * nor «? is hydrogen andT* 

b) rearing a compound offormu* (D wherein Y is NR W*. —« a 
15 compound of formula (V): 




R 

M R 3 



R 4 



with a suitable sulphonyl chloride of formula C1SO* or, 
^LR-arebomhydrogenandYisSCO^V.reactmgacompoundof 
formula (II) with a compound of formula (IX): 

A 



N R 



N R 5 



(IX) 



in a suitable solvent. 
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